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IN THK CT AIMS 

Please fiimend claims 16, 17, 22, 23, 33 and 34 and add new claim 36 as follows: 
1-14, (WITHDRAWN) 
15. (CANCELLED) 

16- (CUIUIENTLY AMENDED) The method of claim 33, wherein the fu i oi inaulio : 
Qpeeifi s ia human inQuliii ond -Ae second in&ulin species is AspB28 insulin a vaiiaat of human 
insulin having at least one aiTiino <icid Qubstitution. 

1 7- (CURRENTLY AMENDED) The metliod of claim 33, wherein die igecond 
insulin s pecies LISPRO insulin variant of hi ; ii[nim in a ulin ig LISPRQ innulift . 

1 8. (ORIGINAL) The method of claim 17, wherein the human insulin comprises 
fi:om about 1% ro about 50% of the insulin of the composition and wherein die LISPRO insulin 
comprises from about 50% to about 99% of the insulin of the composition. 

19. (PREVIOUSLY PRESENTED) The method of claim 1 8, wherein die human 
insxilin comprises frotn about 5% ro about 20% of the insulin of the composition and whereia 
the LISPRO insulin compjises from about 95% to about 80% of the insulin of the composirion. 

20. (PREVIOUSLY PRESENTED) The mcdiod of claim 33, wherein the 
compo$ition is a pharmaceutical composition* 

21. (CANCELLED) 

22. (CURRENTLY AMENDED) Tli^ m^thr^f^ r^f rl^im ^4 Ti7>.^r'-^T. tl . r fi . .1. inniiliR 

QpecicQ iQ httman insulin and the second insulin spii^ies is AspB28 insulin a variant of hunoan 
inaiilin - having at r teast one amino acid substitutio0 . 
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23. (CURRENTLY AMENDED) Tliemethodof ckiiw^M,wb(jrem thev«d^ 
of Imm ft ft - insuliri second insulin species is LISPRO insulin. 

24. (ORIGINAL) The method of claim 23, wherein the human insulin comprises 
from about 1% to about 50% of the insulin of the composition and wherein the LISPRO insulin 
comprises from about 50% to about 99% of the insulin of the composition. 

25. (ORIGINAL) The method of claim 24, wherein the human insulin comprises 
from about 5% to about 20% of the insulin of the composition and wherein the LISPRO insulin 
comprises fcom about 9S% to about 80% of the insulin of the composition. 

26. (ORIGINAL) The metliod of claim 25, wherein the composition is a 
pharmaceutical composition. 

27-32. (WITI-IDRAWN) 

33. (CURRENTLY AMENDED) A method of making an insulin heterodimer 
composition, the method conqpiising: 

(a) selecting a first tfiCTilin species comprising human irtgnli^ and a second insulin spcdc$ 
comprisir p fl Vinmat i insulin polypeptide having an amino add substim tion at position 28 in the beta 

(b) adding the first insulin species and the second insulin species togetlier in a 
aqueous solution comprising a phatmaceuticaUy acceptable carrier; 

(c) allowing the first insulin species and the second insulin species to associate in the solution 
so that the insulin heterodimei composition is made; 

wherein the first insulin species and the second insulin spedes ate selected so that the 
heterodimer fonncd by the first insulin spedes and the second insulin spedes is more stable than a 
homodimcr f o rmed by the firat inaulin apotticfl ot a homodimcx formed by the second insolin 
spedes. 
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34. (CURRENTLY AMENDED) A metiiod of stabilizing an insulin composidon 
comprising: 

(a) severing a first insulin species mm prisinpr h uman insulin and a second insulin species 
comprisiag: 

g^,.tr,on iT^^inlin pr^l ypeptidfi liAVi n g a P28D ^ mifio add substitution in tfac i^^gulin 
beta chain; or 

a human insulin pnlypepd d e- having a P28K/IC29P ammo acid submryitioa in the 

wherein the first insulin species and the second in$ulin species are selected such that a heterodimer 
formed by the first insulin species and the second insulin species is more stable than a homodimer 
f o im c d by die fixp t inn v i l i n nprrjn nr n hnm^rlii-n'^^ formed by the second insulin species; 

(b) adding ±e fiisr inmiliti sped.es and the second insulin spcdcs together in a 
aqueous solution comprising a pharmaceutically acceptable carrier; 

(c) allowing the first iosulin spedes and the second insulin spcdes to associate in die solution 
so that a insulin heterodimei is formed by die first insulin spedes and the second insulin species; 

so that the insulin composidon is stabilized. 

35. (PREVIOUSLY PRESENTED) A method of making an insulin heterodimer 
composidon, the mediod comprising: 

(a) adding human insulin and LISPRO insulin together in an aqueous solution comprising a 
pharmaceutically acceptable carrier; 

(b) allowing the human insulin and LISPRO insulin to associate in the solution so that the 
insulin heterodimer composidon is made; 

wherein the human inMili'n and LISPRO insulin are seleaed so diat a heterodimcr fortncd by 
die human insulin and LISPRO insulin is more stable dian a homodimer formed by die human 
insulin or a homodimer formed by die LISPRO insuHn. 

36. (NEW) A method of making an insulin heterodimei composition, the method 
comprising: 

(a) selecting a first insulin spedes comprising human insuUn and a second insulin spedes 
comprising a variant of human insulin polypeptide having at least one amino add substimnon^ 
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(b) adding tlie first insulin species and dac second insulin species together in a 
aqueous soludon comprising a pharmaceutically accepiable earner; 

(c) alloTving die first insulin species and ^ second insulin species to associate in the solution 
so that the insulin heterodimer composition is made; 

wherein the first insulin species and the second insulin species are selected so that the 
hcterodimet formed by the first insulin species and the second insulin species is more stable than a 
homodimer formed by the second insulin species. 
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